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DETAILED ACTION 

Election/Restrictions 

Applicant's election with traverse of Group I in the reply filed on April 10, 
2008 is acknowledged. The traversal is on the ground(s) that US2006/0068472 
does not break unity because the reference does not teach that the yeast strain 
lacks a functional caspase gene, but only that caspase function is inhibited. This 
is not found persuasive because although US 2006/0068472 does not teach a 
yeast strain that lacks a functional caspase gene, it does teach that caspase 
function is inhibited, and Madeo et al teach a yeast strain with a non-functional 
caspase gene (see below). Together, the references teach claim 14. Therefore, 
unity is broken. 

The requirement is still deemed proper and is therefore made FINAL. 

Claims 22 and 23 are withdrawn from further consideration pursuant to 37 
CFR 1.142(b), as being drawn to a nonelected invention, there being no 
allowable generic or linking claim. Applicant timely traversed the restriction 
(election) requirement in the reply filed on April 10, 2008. 

Specification 

The disclosure is objected to because it contains an embedded hyperlink 
and/or other form of browser-executable code. Applicant is required to delete the 
embedded hyperlink and/or other form of browser-executable code. See MPEP § 
608.01 . The hyperlink is found on page 3. 
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Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 102 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 1 03(a), the examiner presumes that 
the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 
35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claims 14, 16-18, 20 and 21 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US 2006/0068472 in view of Madeo et al. 

US 2006/0068472 (see paragraphs 41 , 81 , 134, 233, 243 and 245 and 
Table 1) teach that Parkinson's disease affects about half a million individuals in 
the United States and previously has been considered a nongenetic disorder. 
Two genes are clearly associated with the disease: alpha-synuclein (PARK1) and 
parkin (PARK2). Insights into the role of toxic proteins in neurodegenerative 
disease suggest rational approaches to treatment. First, blocking the expression 
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or accelerating the degradation of the toxic protein can be an effective therapy. 
Because fragments of the toxic proteins may be more pathogenic than the full- 
length protein and specific cellular localization may enhance toxicity, blocking 
proteolytic processing and intracellular transport are reasonable approaches to 
treatment. Other therapeutic strategies include inhibiting the tendency of the 
protein to aggregate (either with itself or with other proteins), up-regulating heat 
shock proteins that protect against the toxic effects of misfolded protein, and 
blocking downstream effects, such as triggers of neuronal apoptosis. 
Overexpression of heat shock protein can reduce the toxicity of both mutant 
polyglutamine and mutant alpha-synuclein and caspase inhibition can reduce the 
toxicity of both polyglutamine and mutant SOD, indicating that therapeutic 
interventions of this type may apply across multiple neurodegenerative diseases. 
Although a yeast strain lacking a functional caspase gene is not taught, the 
reference teaches inhibiting caspase function. Pharmaceutical screens are now 
under way to identify agents that block the expression or alter the processing and 
aggregation of the toxic proteins responsible for neurodegenerative disease, or 
mitigate the harmful effects of these proteins on neuronal function and survival. 
The host cell used for expression can be yeast. It can be transformed with a 
gene encoding an amyloidogenic protein, for example, torsin. However, genes in 
Table 1 can also be used, including alpha-synuclein. 

However, it does not teach a yeast strain lacking a functional caspase 

gene. 
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Madeo et al (Molecular Cell, 9: 91 1 -91 7, 2002, specifically p. 91 6) 
teaches a yeast strain with a disrupted YCA1 (caspase) gene. 

The ordinary skilled artisan, desiring to use a yeast strain lacking a 
functional caspase gene, would have been motivated to combine the teachings 
of US 2006/0068472 teaching a yeast strain transformed with an amyloidogenic 
protein, and a screening method to identify agents that block the expression or 
alter the processing and aggregation of the toxic proteins with the teachings of 
Madeo et al teaching a yeast strain with a disrupted YCA1 because US 
2006/0068472 states that determining the mechanisms of toxicity of misfolded 
proteins remains the most important unresolved research problem for 
neurodegenerative diseases. It would have been obvious to one of ordinary skill 
in the art to use a yeast strain lacking a functional caspase because Madeo et al 
teach that the more simple yeast system may be better suited to resolve the 
order of some of the events in the apoptotic cascade. Given the teachings of the 
prior art and the level of the ordinary skilled artisan at the time of the applicant's 
invention, it must be considered, absent evidence to the contrary, that said skilled 
artisan would have had a reasonable expectation of success in practicing the 
claimed invention. 

Claim 15 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
US 2006/0068472 in view of Madeo et al as applied to claims 14, 16-18, 20 and 
21 above, and further in view of Poleev et al. 

US 2006/0068472 teaches all of the limitations as described above. 
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However, it does not teach using a minigene. 

Madeo et al teach all of the limitations as described above. 

However, it does not teach using a minigene. 

Poleev et al (Eur. J. Biochem. 267: 4002-4010, 2000, specifically pp. 
4002-4003) teach using a minigene to encode the amyloidogenic protein, APP. 

The ordinary skilled artisan, desiring to use a minigene would have been 
motivated to combine the teachings of US 2006/0068472 teaching a yeast strain 
transformed with an amyloidogenic protein, and a screening method to identify 
agents that block the expression or alter the processing and aggregation of the 
toxic proteins with the teachings of Madeo et al teaching a yeast strain with a 
disrupted YCA1 , with Poleev et al teaching using a minigene to encode the 
amyloidogenic protein, APP, because US 2006/0068472 states that determining 
the mechanisms of toxicity of misfolded proteins remains the most important 
unresolved research problem for neurodegenerative diseases. It would have 
been obvious to one of ordinary skill in the art to use a minigene because Poleev 
et al teach that minigenes allow for several forms of mRNA, and because of this, 
sequences regulating neuron-specific splicing have been found. Given the 
teachings of the prior art and the level of the ordinary skilled artisan at the time of 
the applicant's invention, it must be considered, absent evidence to the contrary, 
that said skilled artisan would have had a reasonable expectation of success in 
practicing the claimed invention. 
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Claim 19 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
US 2006/0068472 in view of Madeo et al as applied to claims 1 4, 1 6-1 8, 20 and 
21 above, and further in view of White et al. 

US 2006/0068472 teaches all of the limitations as described above. 

However, it does not teach using metal ions in the culture medium. 

Madeo et al teach all of the limitations as described above. 

However, it does not teach using using metal ions in the culture medium. 

White et al (J. Neurochemistry 76: 1509-1520, 2001, specifically pp. 
1509-1510) teach using metal ions in the culture medium. 

The ordinary skilled artisan, desiring to use metal ions in the culture 
medium would have been motivated to combine the teachings of US 
2006/0068472 teaching a yeast strain transformed with an amyloidogenic 
protein, and a screening method to identify agents that block the expression or 
alter the processing and aggregation of the toxic proteins with the teachings of 
Madeo et al teaching a yeast strain with a disrupted YCA1 , with White et al 
teaching using metal ions in the culture medium, because US 2006/0068472 
states that determining the mechanisms of toxicity of misfolded proteins remains 
the most important unresolved research problem for neurodegenerative 
diseases. It would have been obvious to one of ordinary skill in the art to use 
metal ions in the culture medium because White et al teach that metal ions such 
as copper and iron may be the source of increased free radical generation in 
neurodegenerative diseases. Given the teachings of the prior art and the level of 
the ordinary skilled artisan at the time of the applicant's invention, it must be 
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considered, absent evidence to the contrary, that said skilled artisan would have 
had a reasonable expectation of success in practicing the claimed invention. 

Allowable Subject Matter 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to MICHELE K. JOIKE whose telephone number 
is (571)272-5915. The examiner can normally be reached on M-F, 9:00-6:30. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Joseph Woitach can be reached on 571-272-0739. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 



/Michele KJoike, Ph.D./ 
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Examiner 
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